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Remarks 

Claims 187-219, 223-225, and 228-248 are pending in the application, with 
claims 187 and 228 being the independent claims. 

Based on the following remarks, Applicants respectfully request that the 
Examiner reconsider and withdraw the outstanding rejections. 

Claim Rejections Under 35 U.S.C. § 103(a) 
Claims 187, 190-193, 196-199, 201-206, 210-211, 213, 216-217, 223-225, 228, 
231-232, 235-237, and 247-248 were rejected as being unpatentable over Fukushige, 
further in view of Abremski, Griffiths, SenecofF, and Johnson. Claims 187-219, 223- 
225, and 247-248 were rejected as being unpatentable over Fukushige, Abremski, 
Griffiths, Senecoff, Johnson, and further in view of Lsenski. Claims 187-219, 223-225, 
and 228-248 were rejected as being unpatentable over Fukushige, Abremski, Griffiths, 
Senecoff, Johnson, Lsenski and further in view of Wahl. 
Applicants respectfully traverse these rejections. 

Establishing prima facie obviousness requires a showing that each claim element 
is taught or suggested by the prior art. See In re Royka, 490 F,2d 981, 180 USPQ 580 
(CCPA 1974). Absent a showing of such motivation and suggestion, prima facie 
obviousness is not established. See Li re Fine, 5 USPQ2d at 1598. A prior art reference 
must be considered in its entirety, i.e. as a whole, including portions that teach away 
from the claimed invention. W.L. Gore & Associates, Inc. v. Garlock, Inc., 721 F.2d 
1540, 220 USPQ 303 (Fed. Cir. 1983), cert, denied, 469 U.S. 851 (1984). The Court of 
Appeals for the Federal Circuit further instructed that "references that teach away cannot 
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serve to create a prima facie case of obviousness" (In re Gurley, 27 F.3d 551, 553 (Fed. 
Cir. 1994)), and that an "applicant may rebut a prima facie case of obviousness by 
showing that the prior art teaches away from the claimed invention in any material 
respect" (In re Geisler, 1 16 F.3d 1465, 1469 (Fed. Cir. 1997)). 

The rejected claims are drawn to a method of producing a nucleic acid molecule 
comprising mixing in vitro, in the presence of at least one site-specific recombination 
protein, a first nucleic acid molecule comprising at least one promoter and at least a first 
recombination site (e.g., an att site) with a second nucleic acid molecule comprising at 
least one antibiotic resistance gene or portion thereof and at least a second recombination 
site (e.g., an att site), under conditions sufficient to cause recombination in vitro between 
said first and second recombination sites, wherein a promoter and antibiotic resistance 
gene or portion thereof are operably linked to form a functional antibiotic resistance gene 
is produced. 

The Fukushige reference serves as the primary reference in each of the three § 103 
rejections. Fukushige discloses only in vivo recombination reactions, not in vitro 
recombination reactions as required by the present claims. The Fukushige recombination 
reactions involve chromosomal DNA (/.e., the chromosome of the host cell). See 
Fukushige at FIG. 2 legend, lines 2-3, "chromosomal, nonfunctional lox-neo target of 
pSF14 are shown." The chromosomal DNA involved in the Fukushige recombination 
reactions is not an "isolated nucleic acid molecule," as required by the present claims. In 
addition, the Cre recombinase disclosed in Fukushige is provided in vivo, via a Cre 
expression vector pBS185 (see Fukushige at page 7906, column 2, third paragraph, line 
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7). Fukushige does not disclose or enable the in vitro recombination reactions recited in 
the present claims. 

Fukushige clearly states that the purpose of the reactions disclosed therein is to 
integrate a targeting vector into chromosomal DNA. See, e.g., Fukushige at page 7905, 
column 1, first paragraph of introduction ("Targeted integration of DNA into the genome 
promises a simple solution to one of the major problems with gene transfer into 
mammalian cells.'') (emphasis added); Fukushige at page 7906, column 2, third 
paragraph ("Site-Specific Integration of pBS226 into the Cell Line 14-1-18. Cell line 14- 
1-18 was used to verify site-specific integration of the targeting vector, pBS226, at the 
chromosomal lox target. 

Fukushige 's in vivo recombination reactions are 180 degrees different fi-om the 
presently claimed in vitro recombination reactions - the skilled artisan reading 
Fukushige would be lead to follow a completely different path (inside of cells) than that 
presently claimed (outside of cells). Fukushige clearly teaches away fi-om the presently 
claimed invention. Accordingly, as instructed by The Court of Appeals for the Federal 
Circuit, the Fukushige reference cannot serve as the basis for a proper §103 rejection, 
and none of the secondary references Abremski, Griffiths, Senecoff, Johnson, Lsenski, 
and Wahl may be used to cure this defect. 

In view of the foregoing remarks. Applicants respectfiiUy request reconsideration 
and withdrawal of the rejections under 35 U.S.C. § 103(a). 
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Conclusion 

All of ttie stated grounds; of rejeetion have been properly traversed^ 
aqconunodated> or rendered moot Applicants therefore respectfiiliy request tfiat the 
Examiner reconsider arid withdraw all presently outstanding rejections, Applkants 
believe that a fiill and complete reply has- been made, to the outstaiiding Office Action 
and, as such, the preisent appUi^oh is in condition for allowance. 

Pronapt and ^vbrable cdnsideradon of this Amendment.and Reply is respectJuUy 
requested. 



Respectfully subniitted. 
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